2), Saccharomyces cerevisiae (ScCPα; NM_001179573.1), P. knowlesi (PkCPα; PKH_100370), P. falciparum (PfCPα; PFE1420w), and P. berghei (PbCPα; PBANKA_124310). Secondary structural elements indicated above the alignment were taken from the crystal structure of the chicken CPα/β heterodimer (PDB entry 1izn) (Yamashita et al., 2003) . Symbols mark residues involved in the dimerization interface according to the crystal structure: Dots are residues involved in ionic interactions between side chains, where the side chain functionalities of both partners are conserved in both α and β chains. Circles are conserved residues involved in ionic interactions between a side chain and a main chain atom. Numbers below these symbols denote residues in the P. berghei sequence. Image generated using the ESPript server (Robert and Gouet, 2014) . (C) Sequence identity and similarity of CPα proteins. Shown are percent amino acid identity and similarity among CPα-subunits from P. berghei (Pb; PBANKA_124310), P. chabaudi (Pc: PCHAS_124350), P. falciparum (Pf; PFE1420w) P. knowlesi (Pk; PKH_100370), Saccharomyces cerevisiae (Sc; NM_001179573.1), and CPα1 Homo sapiens (Hs; NM_006135.2), Mus musculus (Mm; NM_009797.2), and Gallus gallus (Gg; NM_205515.1). The sequence similarity ranges from 35 -42% between Plasmodium and other eukaryotes to 65 -94% among Plasmodium species. Figure S2: Crosslinking assay. PbCPα (28.8 µM in 20 mM HEPES pH 7.5, 1 mM TCEP, 10% glycerol, and 0.3, 0.6, and 1.2 M NaCl, respectively) were crosslinked with 0.25% glutaraldehyde for 5 min at room temperature. The samples were analyzed by SDS-PAGE and Coomassie staining. Crosslinked proteins ran at the appropriate molecular weight for monomer, dimer, and oligomers as shown by black, dark grey and light grey stars, respectively. Molecular weight standards are shown to the right. Figure S4 : Genotyping of drug-selected parasites after independent transfections. CPα gene replacement was attempted in three independent transfection experiments with five animals (Δ1-Δ5). Only a WT-specific PCR reaction was detectable, suggesting refractoriness to transfection (left). The PfCPαΔtail complementation was attempted in two independent transfection experiments with four animals (Δt1-Δt4), and no successful integration was detected (center). Complementation with the full-length CPα (PfCPα) resulted in successful integration of the construct (right).
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